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1
COMPOUNDS FOR THE TREATMENT OF SENILE
DEMENTIA

This invention relates to compounds having pharma-

ceutical activity, to a process for their preparation and
their use as pharmaceuticals.

EP-03271355 discloses certain substituted pyrazines,
pyrimidines and pyridazines useful in the treatment of
senile dementia.

A novel group of compounds has now been discov-
ered which enhance acetylcholine function via an ac-
tion at muscarinic receptors within the central nervous
system and are therefore of potential use in the treat-
ment and/or prophylaxis of dementia in mammals.

According to the. present invention, there is pro-
vided a compound of formula (I) or a pharmaceutically
acceptable salt thereof:

CH>)?
L)

(CH; N

CH:):J

in which one of X and Y represents hydrogen and the
other represents Z, where Z is a group

D

Y

where R is selected from hydrogen, OR;, SRi, N (R
)2, NHCOR;, NHCOOCH3, NHCOOC;H;5, NHOR;,
NHNH;, Cs_4 alkenyl, Cy_4 alkynyl, cyclopropyl or
Ci-2 alkyl optionally substituted with OR;, N(R1)2,
SRi, COzR;, CON(R1)2 or one, two or three halogen
atoms, 1n which each R 1s independently hydrogen or
Ci-2 alkyl; r represents an integer of 2 or 3, s represents
an integer of 1 or 2 and t represents 0 or 1, with the
proviso that when Y 1s hydrogen s is 1.

Certain compounds of formula (I) are capable of

existing in a number of stereoisomeric forms including
enantiomers. The invention extends to each of these
stereoisomeric forms, and to mixtures thereof (including
racemates). The different stereoisomeric forms may be
separated one from the other by the usual methods, or
any given isomer may be obtained by stereos;)ecﬁic or
asymmetric synthesis.

In compounds of formula (I) having two assymmetric
centres where Y is other than hydrogen, the stereo-
chemical configuration in which the group Y and the
(CH3)s bridge are on the same side of the plane of the
molecule which contains both bridgehead atoms and
the ring carbon atom bonded to the group Y will herein
be referred to as the exo configuration. Similarly, the
configuration of compounds in which the group Y and
the bridge (CH3)s are on opposite sides of the above-
mentioned plane of the molecule will herein be referred
to as the endo configuration. Preferably compounds of
formula (I} have the exo configuration. The compounds
of formula (I) can form acid addition salts with acids,
such as the conventional pharmaceutically acceptable
acids, for example hydrochloric, hydrobromic, phos-
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phoric, acetic, fumaric, salicylic, citric, lactic, mandelic,
tartaric, oxalic and methanesulphonic.

Preferred combinations of (r, s, t) include (2, 2, 0), (3,
1,0,2,1,00,2,1,D)and 3, 1, 1) .

Preferably Rj is hydrogen or methyl. Preferably R
when C;.; alkyl is unsubstituted. Preferred values for R
include hydrogen, C;.; alkyl, cyclopropyl, OR;, SKRjor
N Rj)2.

Examples of R include hydrogen, methyl, ethyl, me-
thoxy, methylthio, cyclopropyl, amino and dimethyl-
amino. |

R is preferably methyl or ethyl.

The invention also provides a process for the prepara-
tion of a compound of formula (I), or a pharmaceuti-
cally acceptable salt thereof, which process comprises:

(a) cyclising a compound of formula (II):

(I1)

in which (1) A represents Z or a group convertible
thereto and B represents —(CH;)L; where L is a leav-
ing group or A and L; together represent —COO—;
one of J, k and 1 is 1 and the other two independently
represent an-integer of 2 or 3, and Rs represents hydro-

gen or an N-protecting group; to give a compound of
formula (1Ia):

CHz)k\
K(CHT); N®—Rs5 (
(CHz)z}

in which A’ represents Z or a group convertible thereto,
x~-is an anion and the remaining variables are as previ-
ously defined;

or (ii) A represents an electron withdrawing group, B
represents hydrogen and Rs represents —(CH2); L
where L is a leaving group; one of k and 11s 1 and the
other and j independently represent an integer of 2 or 3;
to give a compound of formula (IIb):

CHZ)k\
(CHZ')" N

(CHz)I

| (lla)

xS

(1Ib)

in which K represents an electron withdrawing group
or A' and the remaining variables are as previously
defined; and thereafter, optionally or as necessary and
in any appropriate order, removing any Rs N-protect-
ing group, converting K to A’, converting A’ to Z,
optionally interconverting Z and/or forming a pharma-
ceutically acceptable salt; or
(b) cyclising a compound of formula (ITI):



5,324,724

3

C Qi

Li—E / )"Rg; .
N
where Rs is hydrogen or an N-protecting group, and
either C is one, D is another and E is the remainder of
—(CH3)—, —(CH2)s— and —(CH3)—CHA'—CH)—
or groups convertible thereto, A’ is Z or a group con-
vertible thereto and L3 is a leaving group; or C 1s one
and E is the other of —(CHj),— and —(CHj)s— or
groups convertible thereto and D represents —(CHa.
)—CHA'—CH,— where A’ and L3 together represent
—COQO—, and thereafter, optionally or as necessary
and in any appropriate order, converting C, D and E to
—(CH2)r—, —(CH2)s— + and —(CH2)—
CHA'—CH;—, removing any Rs protecting group,
converting A’ to Z, optionally interconverting Z and-

/or forming a pharmaceutically acceptable salt; or
(c) cyclising a compound of formula (IV):

:FDN
I G
Y’ {4

where F is one and G is the other of —(CHj3),— and
—(CH>),— or groups convertible thereto, and one of
Y3 and Y4is —(CH3),—K and the other is —(CH2)\W
or —(CHj3),Ls where K and W are electron withdraw-
ing groups, L4 is a leaving group, uis 1 or2and vis 0
or 1, with the provisos that when Y4is —(CH2)yW, v is
1, and Y4is not —(CH>),L4, u and v being such that the
desired compound of formula (I) is obtained, and there-
after, optionally or as necessary and in any appropriate
order, hydrolysing and decarboxylating the cyclisation
product and converting the carbonyl group to CHA'
where A’ is Z or a group convertible thereto, convert-
ing K to A’ as defined, converting A’ to Z, converting
F and G to —(CH»),— and —(CH3)s— as appropriate,
interconverting Z and/or forming a pharmaceutically
acceptable salt.

It will be appreciated that the product of process
variant (a) is a compound of formula (I) in which vari-
able Y is hydrogen and that the product of process
variant (b) or (c) is a compound of formula (I) tn which
variable X is hydrogen.

In process variant (a), examples of the leaving groups
Liand L; include halo such as chloro or bromo, tosy-
loxy and mesyloxy.

Examples of Rs when an N-protecting group include
benzyl and substituted benzyl.

Examples of A and A’ include hydroxy, alkoxycar-
bonyl, benzyloxycarbonyl and cyano.

The cyclisation reaction is a nucleophilic substitution
which may be carried out under conventional condi-
tions appropriate to the groups A and B. Thus, when B
is (CH2);Br and A is Cj4 alkoxycarbony], the cyclisa-
tion is carried out in an inert solvent such as toluene or
ether at elevated temperature. When B is (CH2){OTos
or (CH3)/O-Mes, it is preferably obtained by treatment
of a (CH,){OH group with a suitable reagent such as
tosylchloride or mesyl chloride, in a base such as pyri-
dine, whereupon the cyclisation may proceed at ambi-
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ent temperature, or at elevated temperature in an inert
solvent such as toluene. When A and L) together repre-
sent —COO—, the cyclisation may be carried out in a
lower alkanol such as ethanol in the presence of acid
such as hydrogen bromide. In the resulting compound
of formula (IIa), A’ will be an alkoxycarbonyl group

corresponding to the lower alkanol used for the cyclisa-
tion.

Where Rs is an N-protecting group such as benzyl,
this may be removed by conventional hydrogenation,
preferably catalytically over a suitable catalyst such as
Pd/C. Where A’ or K is benzyloxycarbonyl, deesterifi-
cation and deprotection may be effected simultaneously
by conventional hydrogenation.

Examples of A when an electron withdrawing group
include C;_4 alkoxycarbonyl and cyano.

When A is an electron withdrawing group such as
Ci—« alkoxycarbonyl, B is hydrogen and Rs 1s
—(CH2),L; where L3 is, for example, chloro, the cycli-
sation may be effected by treatment of the compound of
formula (II) with lithium diisopropylamide.

In process variant (b), examples of leaving groups
I_; include halo such as chloro, hydroxy and tosyloxy.
In the group —(CH3)—CHA'—CH;—, examples of A’
include hydroxy, cyano and formyl. In process varant
(c), examples of Lainclude those given for L3;. Examples
of electron withdrawing groups K and W include Cj4
alkoxycarbonyl and cyano.

In process variant (b) , where L3 is hydroxy and D 1s
—(CH3)—~CHOH—CH;—, the cyclisation of com-
pounds of formula (IIT) may be carried out by pyrolysis,
by the method of D. O. Spry and H. S. Aaron, J. Org.
Chem., 1969, 34, 3674, to yield a compound where A’ is
hydroxy. .

Where E is —(CH3)—CO-—CH;—, the cyclisation
may be carried out under basic conditions where Rs1s
benzy!l (F. L. Carrol, A. M. Ferguson, and J. B. Lewis,
J. Org. Chem. 31, 2957, 1966).

Where L3 and A’ together represent —COO—, the
cyclisation is a rearrangement reaction which can be
carried out under acid conditions in a polar solvent,
such as hydrogen bromide in ethanol, at ambient tem-
perature, to yield a compound where A’ 1s a carboxy
ester group. It is preferred to protect the nitrogen atom
with an Rs N-protecting group such as benzyl, which
may be subsequently removed by hydrogenation over a
suitable catalyst such as Pd/C.

In process variant (c), where Y3 and Y4 both contain
carboxy ester groups the cyclisation of compounds of
formula (IV) is a Dieckmann reaction which is cat-
alysed by a base such as potassium t-butoxide at ele-
vated temperature in a solvent such as toluene.

The resulting B-keto ester is hydrolysed and decar-
boxylated under conventional conditions such as heat-
ing at reflux in dilute hydrochloric acid.

In process variant (c) where Y3 and Y# both contain
cyano groups the cyclisation of compounds of formula
(IV) is a Thorpe reaction which is catalysed by a base
such as potassium t-butoxide at elevated temperature in
a solvent such as toluene. |

The resulting 8-keto nitrile is hydrolysed and decar-
boxylated under conventional conditions such as heat-
ing at reflux in dilute hydrochloric acid.

Where Y3 is —(CH2),L4, the cyclisation may be car-
ried out as described in EP-0094742 under basic condi-
tions such as sodium hydride and potassinm t-butoxide,
in an inert polar solvent such as dimethylformamide.
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Conversions of the carbonyl group from process
variants (b) and (c¢) and of groups A’ and K, and inter-
conversions of Z, may be carried out conventionally,
see for example standard text books on heterocyclic
chemistry such as ‘Comprehensive Heterocyclic Chem-
istry’, A. R. Katritzky and C. W. Rees, Pergamon, 1984.

The carbonyl group may be reacted with tosylmethyl
isocyanide to yield a compound where A’ is cyano.

The carbonyl group may be reduced to an A’ hy-
droxy group with a suitable reducing agent such as
sodium borohydride in ethanol at ambient temperature,
or sodium in ethanol at elevated temperature, such as
the boiling point of the solvent, under an inert atmo-
sphere such as nitrogen, depending on the stereochemis-
try required.

An A’ hydroxy group may be converted to cyano by
first converting it to a good leaving group such as mesy-
loxy or tosyloxy and then displacing it with cyanide ion.

An A’ hydroxy group may be oxidised to a carbonyl
group by treatment with chromic acid or using di-
methyl sulphoxide and dicyclohexylcarbodiimide.

The A’ or K group is first converted, as necessary, to
a suitable starting group Z' for the chosen conversion
reaction to give the required group Z.

A Z’ carboxy group may be obtained by conventional
de-esterification of an A’ alkoxycarbonyl group.

A Z' chlorocarbonyl group may be obtained by treat-
ment of a Z' carboxy group with thionyl chioride at
elevated temperature.

A Z' N-methoxy-N-methylcarboxamido group may
be obtained by treatment of a Z' chlorocarbony! group
with N,O-dimethyl hydroxylamine hydrochloride in
the presence of pyridine in a suitable solvent such as
dichloromethane.

A Z' aminocarbonyl group may be obtained by treat-
ment of a Z' chlorocarbonyl group with ammonia.

A Z’ cyano group may be obtained by treatment of a
Z' aminocarbonyl group with a dehydrating agent such
as phosphorus pentoxide in toluene, or pyridine and
trifluoroacetic anhydride.

A Z' CH3CO— group may be obtained by treatment
of a LiOOC group with methyl lithium, the L10OC
group being obtained by hydrolysis of an A’ alkoxycar-
bonyl group with lithium’ hydroxide in water. Alterna-
tively and preferably, a Z' CH3CO— group may be
obtained by reaction of a Z' N-methoxy-N-methylcar-
boxamido group with methyl lithium. A Z2' CH3CO—
group may also be obtained by treatment of a cyano
group with methyl lithium.

A Z’' bromomethylcarbonyl group may be obtained
by treatment of a Z' COCH3 group either with bromine
in a suitable solvent such as methanol, the nitrogen of
the azabicycle being protected as the hydrochloride or
hydrobromide salt, or with lithium diisopropylamide
and trimethylsilyl chloride at low temperature foliowed
by N-bromosuccinimide in tetrahydrofuran at low tem-
perature. Alternatively, a Z' —COCl group may be
converted to a —COCH;Br group by treatment with
diazomethane in ether at low temperature followed by
hydrogen bromide in acetic acid at ambient tempera-
ture.

A Z' —COCHO group may be obtained by treatment
of a Z' bromomethylcarbonyl group with dimethyl-
sulphoxide followed by heating at elevated tempera-
ture.

Alternatively, and the preferred route where com-
pounds of formula (I) in which X is hydrogen are to be
prepared, the required keto aldehyde intermediate may
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be generated in protected form via Pummerer rear-
rangement of a precursor S-ketosulphoxide —COCH-
»SOR'(where R’=alkyl or aryl). The ketosulphoxide
can be reacted with a carboxylic acid anhydride, prefer-
ably trifluroacetic anhydride. The resulting keto alde-
hyde protected as the a-trifluoroacetoxy sulphide can
be converted to the required triazine directly. The Pum-
merer rearrangement of sulphoxides using trifluoroace- -
tic anhydride has been described by H. Sugihara, R.
Tanikaga and A. Kaji, Synthesis, 881 (1978). Alterna-
tively the Pummerer rearrangement can be carried out
using an acid e.g. hydrochloric acid or trifluoroacetic
acid. The resulting B-keto hemithioacetal can be de-
protected to give the keto aldehyde intermediate using
reported procedures e.g. mercury (II) chioride or cop-
per (II) chloride. |

The B-ketosulphoxide intermediate may be prepared
by treatment of a Z' N-methoxy-N-methylcarboxamido
group with the anion derived from either methyl-
phenylsulphoxide or dimethylsulphoxide. The anion
can be generated with a base such as lithium diisopro-
pylamine or n-butyllithium.

Alternatively the B-ketosulphoxide may be prepared
by reacting the approxiate sulphoxide with a carboxylic
acid ester (A’ =alkoxycarbonyl) in the presence of a
base such as potassium t-butoxide.

The conversion of a Z'—COCHO group or protected
form thereof to the required 5-substituted-1,2,4-triazinyl
group Z may be effected by treatment with an appropri-
ately substituted amidrazone RC{NH2)=NNH3accord-
ing to the procedure described by H. Neunhoeffer et al,,
Tetrahedron Lett., 1969 37 3147. The amidrazones are
either known compounds or can be prepared via estab-
lished routes. Formamidrazone can be generated in situ
and used without isolation as described by H. Neunho-
effer and F. Weischedel Liebigs Ann. Chem. 1971 749
16. The reaction may be carried out in a suitable hy-
droxylic solvent such as methanol or water. When an
acid salt of the amidrazone, such as the hydrochloride
salt, is used, it is necessary to add a base such as pyrni-
dine. Where the keto aldehyde is protected as the a-tri-
fluoroacetoxy sulphide the required triazine may be
prepared directly by treating the a-trifluoroacetoxy
sulphide with the appropriate amidrazone in the pres-
ence of a base such as sodium bicarbonate. Where R is
amino, the reagent is an aminoguanidine derivative such
as the bicarbonate and the reaction is preferably carried
out in aqueous medium at pH 4-7. Preparation of com-
pounds where R ==S—R may be achieved by reacting
the keto aldhehyde or protected keto aldehyde with an
appropriate S—Risothiosemicarbazide derivative such
as S-methyl isothiosemicarbazide hydrogen iodide.
Preparation of compounds where R—0O—R may pref-
erably be achieved by reacting a compound where
R—S--R; with an appropriate alkoxide such as sodium

- methoxide in methanol at elevated temperature. Alter-

natively, preparation of compounds where R—0—R;
can be achieved by first hydrolysing a 3-amino triazine
to give the corresponding 3-keto triazine. The hydroly-
sis is carried out under alkaline conditions for example
with potassium hydroxide. The 3-keto triazine can be
alkylated. For example methylation can then be
achieved using agents such as diazomethane. Alkylation
usually gives rise to a mixture of products from which
the desired product of O-alkylation can be separated.
Compounds where R=amino or alkylamino may be
prepared by treating a compound where R =S—R;
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with ammonia, or the appropriate alkyl amine in a sol-
vent such as ethanol.

Where applicable, an endo isomer may be obtained
by epimerisation of a corresponding exo isomer or vice
versa, the epimerisation reaction being effected by stan-
dard procedures at any convenient stage in the process

but preferably before the introduction of the group Y (J.
Saunders et al., J. Chem. Soc. Chem. Comm. 1988 p
1618).

In a further aspect the invention provides a process
for the preparation of a compound of formula (I), or a
pharmaceutically acceptable salt thereof, which process
comprises reacting a compound of formula (IVa):

(CH2); (IVa)

XI'
(CH29= N

cro<

in which r, s and t are as defined in formula (I), one of
X' and Y’ represents hydrogen and the other represents
Z' wherein Z’ is a group convertible to Z as defined in
formula (I), to convert Z' to Z and thereafter optionally
forming a pharmaceutically acceptable salt.
Intermediates of formula (IVb) and salts thereof:

Yl‘

(CHz (IVb)

(CHz')' N

(CHZ)r

in which r, s and t are defined in formula (I) , one of X"
and Y'" represents hydrogen and the other represents
Z" where Z" 1s —COCHO or a protected form thereof
are novel and form part of the invention.

tionally for example as described in EP-0-287 356.

Where A is Cj4 alkoxycarbonyl, B 1s (CH3),L1 and
Rs5 is hydrogen or an N-protecting group, the com-
pound of formula (II) may be prepared by treating a
compound of formula (V):

CHz)k\

N—R5s

CHZ);’)

where Rgis C14alkyl and the remaining variables are as
previously defined, with lithium diisopropylamide, pre-
pared in situ from diisopropylamine and n-butyllithium
followed by reaction with a compound Ls(CHj)/L
where Lsis a leaving group, in an inert solvent such as
ether at depressed to elevated temperature. Both L; and
15 are suitably bromo.

Where A and L together represent —COO— and j is
2, the compound of formula (II) may be prepared by
reacting the compound of formula (V), treated with
lithium diisopropylamide as before, with ethylene oxide
in an inert solvent such as ether at depressed to elevated
temperature.

Alternatively, the compound of formula (II) where A
and Litogether represent —CQO, k is 2 and 1 is 1 may

Rs00C

.
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be prepared by a 1,3-dipolar cycloaddition reaction
which involves reacting a compound of formula (VI):

o (V)

(CH2)A
where n is O or 1, with a compound of formula (VII):
(CH3)3Si—\ (VID)
N—R~
CH30—/

in which R7is an N-protecting group, in the presence of

a catalytic amount of trifluoroacetic acid.

Where A is an electron withdrawing group such as
Ci-4 alkoxycarbonyl, B is hydrogen and Rsis (CH3 )L,
the compound of formula (II) may be prepared by react-
ing the compound of formula (V) where Rsis hydrogen
with a compound Ls (CH3);,L> where Lsis as previously
defined, in a solvent such as acetone in the presence of
a base such as potassium carbonate. The leaving group
Ls is preferably bromo and Lais preferably chloro.

Compounds of formulae (V) are known compounds

- or may be prepared by analogous methods to those for
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preparing known compounds. The compound of for-
mula (V) where k is 2, 1 is 1 and Rjs1s benzyl may be
prepared by the cyclisation of di-Cj4 alkyl itaconate in
the appropriate alkanol with benzylamine at elevated
temperature, followed by reduction of the resulting oxo

group at the 2-position of the pyrrolidine ring with BH3

in tetrahydrofuran, at ambient to elevated temperature.

Alternatively, and preferably, a dipolar cycloaddition
of a Cj— alkylacrylate with a compound of formula
(VII) in the presence of a catalytic amount of trifluoro-
acetic acid yields a compound of formula (V) directly.

Intermediates of formulae (III) and (IV) are known
compounds (e.g. as described in EP-A-0094742 or EP-
A-0261763) or may be prepared analogously.

Intermediates of formula (III) where A" and L3 to-
gether represent —COO— are described in, for exam-
ple, Kuthan et al.,, Coll. Czechoslov. Chem. Comm.,
1977, 42, 283 or may be prepared therefrom by conven-
tional hydrogenation of the pyridine ring over 5%
Pt/C, and benzylation of the nitrogen atom by treat-
ment with benzyl bromide and potassium carbonate in
dry acetone.

Compound of formula (IIT) where A’ and L3 together
represent —CO0O—, t=0, C is —CH>— and E 1is
—(CHj3)2— or —(CH3)3 may be prepared by a 1,3-dipo-
lar cyclo addition reaction of a compound of formula
(VID) with §, 6-dihydro-2H-pyran-2-one or 6,7-dihydro-
5SH-oxepin-2-one in the presence of a catalytic amount
of trifluoroacetic acid.

The use of an optical isomer of the compound of
formula (III) or (VII) by providing a chiral centre in the
N-protecting group Rs or R7 respectively allows the
isolation of a single enantiomer of the product of pro-
cess variant (b) (ref. EP-0398616). Other routes for
preparing single enantiomers are described in EP-
0398617 and EP-0392803.

Intermediates of formula (IIT) where L3 is a leaving
group are described in, for example, Spry et al,, J. Org.
Chem., 1969, 34, 3674 and Hasse et al., Chem. Ber.,
1960, 93, 1686.
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Intermediates of formula (IV) may be prepared from
intermediates of formula (V) as described in, for exam-
ple, Martell et al. , J. Pharm. Sci. , 1963, 52 (4) , 331,
Sternbach et al. , JLA.C.S. , 1952, 74, 2215, Thill et al. ,
J. Org. Chem. , 1968, 33, 4376 and EP-0 094 742.

Compounds of formulae (VI) and (VII) may be pre-
pared conventionally. Thus, a compound of formula
- (VI) may be obtained by the reaction of y-butyrolac-
tone with ethyl formate in the presence of base such as
sodium hydride followed by reaction of the resulting
formyl derivative (as the enol salt) with formaldehyde.
A compound of formula (VII) may be obtained by the
reaction of the primary amine R7NH3 successively with
chloromethyltrimethylsilane and formaldehyde fol-

lowed by methanol and anhydrous potassium carbon-
ate. |

Pharmaceutically acceptable salts of the compounds
of formula (I) may be formed conventionally by reac-

tion with the appropriate acid such as described above
under formula (1) .

The compounds of the present invention enhance

acetylcholine function via an action at muscarinic re-

ceptors within the central nervous system and are there-
fore of potential use in the treatment and/or prophy-
laxis of dementia.

The present invention also provides a pharmaceutical
composition, which comprises a compound of formula
(D or pharmaceutically acceptable salt thereof, and a
pharmaceutically acceptable carnier.

The compositions may be in the form of tablets, cap-

sules, powders, granules, lozenges, suppositories, recon-
stitutable powders, or liquid preparations such as oral or
sterile parenteral solutions or suspensions.

In order to obtain consistency of administration it is
preferred that a composition of the invention is in the
form of a unit dose. |

Unit dose presentation forms for oral administration
may be tablets and capsules and may contain conven-
tional excipients such as binding agents, for example
syrup, acacia, gelatin, sorbitol, tragacanth, or polyvi-
nylpyrrolidone; fillers, for example lactose, sugar,
maize-starch, calcium phosphate, sorbitol or glycine;
tabletting lubricants, for example magnesium stearate;
disintegrants, for example starch, polyvinylpyrrolidone,
sodium starch glycollate. or microcrystalline cellulose;
or pharmaceutically acceptable wetting agents such as
sodium lauryl sulphate.

The solid oral compositions may be prepared by con-
ventional methods of blending, filling, tabletting or the
like. Repeated blending operations may be used to dis-
tribute the active agent throughout those composttions
employing large quantities of fillers. Such operations
are of course conventional in the art. The tablets may be
coated according to methods well known in normal
pharmaceutical practice, in particular with an enteric
coating.

Oral liquid preparations may be in the form of, for
example, emulsions, syrups, or elixirs, or may be pres-
ented as a dry product for reconstitution with water or
other suitable vehicle before use. Such liquid prepara-
tions may contain conventional additives such as sus-
pending agents, for example sorbitol, syrup, methyl
cellulose, gelatin, hydroxyethylcellulose, carboxy-
methylcellulose, aluminium stearate gel or hydroge-
nated edible fats; emulsifying agents, for example leci-
thin, sorbitan monooleate or acacia; non-aqueous vehi-
cles (which may include edible oils), for example al-
mond oil, fractionated coconut oil, oily esters such as

10

esters of glycerine, propyléne glycol, or ethyl alcohol;

~ preservatives, for example methyl or propyl p-hydrox-
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ybenzoate or sorbic acid; and if desired conventional
flavouring or colouring agents.

For parenteral administration, fluid unit dosage forms
are prepared utilizing the compound and a sterile vehi-

- cle, and, depending on the concentration used, can be

either suspended or dissolved in the vehicle. In prepar-
ing solutions the compound can be dissolved in water
for injection and filter sterilized before filling into a
suitable vial or ampoule and sealing. Advantageously,
adjuvants such as a local anaesthetic, a preservative and
buffering agents can be dissolved in the vehicle. To
enhance the stability, the composition can be frozen
after filling into the vial and the water removed under
vacuum. Parenteral suspensions are prepared in substan-
tially the same manner, except that the compound is
suspended in the vehicle instead of being dissolved, and
sterilization cannot be accomplished by filtration. The
compound can be sterilized by exposure to ethylene
oxide before suspending in the sterile vehicle. Advanta-
geously, a surfactant or wetting agent is included in the
composition to facilitate uniform distribution of the
compound.

‘The compositions may contain from 0.1% to 99% by
weight, preferably from 10-60% by weight, of the ac-

tive material, depending on the method of administra-
tion.

The invention also provides a method of treatment
and/or prophylaxis of dementia in mammals including
humans, which comprises administering to the sufferer
an effective amount of a compound of formula (I) or a
pharmaceutically acceptable salt thereof.

The dose of the compound used in the treatment of
such disorders will vary in the usual way with the seri-
ousness of the disorders, the weight of the sufferer, and
the relative efficacy of the compound. However, as a
general guide suitable unit doses may be 0.05 to 100 mg.
for example 0.2 to 50 mg; and such unit doses may be
administered more than once a day, for example two or
three times a day, so that the total daily dosage is in the
range of about 0.01 to 5 mg/kg; and such therapy may
extend for a number of weeks or months.

Within the above indicated dosage ranges no toxico-

" logical effects are indicated for the compounds of the

invention.

In a further aspect the invention provides a com-
pound of formula (I) or a pharmaceutically acceptable
salt thereof for use as an active therapeutic substance.

The imvention further provides a compound of for-
mula (I) or a pharmaceutically acceptable salt thereof,
for use in the treatment and/or prophylaxis of dementia.

In another aspect the invention provides the use of a
compound of formula (I) or a pharmaceutically accept-
able salt thereof for the preparation of a medicament for
the treatment and/or prophylaxis of dementia.

The following examples illustrate the invention.

Description 1

(%) 1( 1-Azabicyclo [2.2.2 |
joct-3-yl)-2-(phenylsulphinyl) ethanone (D1)

To a stirred solution of n-butyllithium (2.7 ml of a-
1.6M solution in hexanes, 4.3 mmol) in dry tetrahydro-
furan (5 ml) cooled to —78° C. under nitrogen was
added dropwise a solution of diisopropylamine (0.44 g,
4.3 mmol) in dry tetrahydrofuran (5 ml). The mixture
was allowed to warm to —20° C., and was maintained
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at this temperature for 15 min. After cooling to —78° C.
a solution of methyl phenyl sulphoxide (0.55 g, 3.9
mmol) in dry tetrahydrofuran (2 ml) was added drop-
wise while maintaining the temperature below —65° C.
The reaction was stirred for a further 5 rain and then a
solution of (%) l-azabicyclo[2.2.2] oct-3-yl-N-methyl-
N-methoxycarboxamide (EP 322182, Description 22)
(0.65 g, 3.3 mmol) in dry tetrahydrofuran (5 ml) was
added rapidly while ensuring that the temperature did
not rise above —60° C. After stirring at —78° C. for 1 h,
the reaction was allowed to warm to -—30° C,, and
maintained at this temperature for 30 min. The reaction
was then poured into vigorously stirred orthophos-
phoric acid (20ml of a 5% H3PO4 solution) cooled
below 0° C. The aqueous layer was separated, washed
with ether (3 X 20 ml) and then saturated with potassium
carbonate. After extraction with chloroform (3 X235 ml)
the combined organic extracts were dried over sodium
sulphate and concentrated in vacuo to give the title
compound (D1) as an oil (1.0 g) consisting of a 1:1 mix-
ture of diastereomeric keto sulphoxides. 'H NMR
(CDCl3) o: |

1.20-1.70 (8H, m) , 2.01 and 2.22 (each 1H, m) ,
2.56-3.00 (12H, m) , 3.20 and 3.35 (each 1H, m), 3.73
and 4.05 (each 1H, d, J=13.5 Hz), 3.88 (2H, ABq, J=17
Hz), 7.50-7.76 (10H, m).

Description 2

() 1- (1-Azabicyclo[2.2.1 ]hept-3-yl) -2- (phenylsui-
phinyl) ethanone (D2)

(%) endo 1-Azabicyclo[2.2.1 ]hept-3-y1-N-methyl-N-
methoxycarboxamide (EP 402056, Description 36) was
reacted with methyl phenyl sulphoxide using the proce-
dure given in Description 1 to afford the title compound
(D2) as a yellow solid (98%) which consisted of a mix-
ture of 4 diastereomeric keto sulphoxides.

'H NMR (CDCl3) 6:

0.88-1.00, 1.08-1.27 and 1.28-1.70 (together 2H, each
m) , 2.15-2.28 and 2.32-3.15 (together 8H, each m) ,
3.63-4.10 (2H, m) , 7.48-7.78 (5H, m).

Description 3

(35, 4R)
-1-Azabicyclo[2.2.1}hept-3-yl-N-methyl-N-methoxy-
carboxamide (D3)

A stirred solution of ethyl (3S, 4R)-1-azabicylo[2.2.1-
lhept-3-yl carboxylate (EP 0398616, Example 16) (10.5
g, 0.062 mol) 'in 8M hydrochloric acid (150ml) was
heated under reflux for 2.5 h, then concentrated in
vacuo. The residue was twice treated with toluene (100
ml) and concentrated to azeotrope out the remaining
traces of water. The white solid obtained was treated
with thionyl chloride (100 ml) and the mixture heated
under reflux for 25 min to give a yellow solution. This
was concentrated in vacuo and the residue twice treated
with toluene (100 ml) and concentrated to give the acid
chloride hydrochloride salt as a beige solid. This prod-
uct was dissolved in absolute chloroform (200 ml) and
the solution added over 20 min to a stirred solution of
N, O-dimethylhydroxylamine hydrochlorlde (7.48 g, O.
077 mol) and pyridine (24 ml, 0.29 mol) in absolute
chloroform (200 ml) at —20° C. under nitrogen. The
reaction mixture was allowed to warm to room temper-
ature over 1.5 h, then treated with saturated potassium
carbonate solution and the chloroform layer separated.
The aqueous was extracted twice with chloroform (100
ml) and the three chloroform solutions combined, dried
over sodium sulphate and concentrated in vacuo to
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12
leave a yellow oil. This was purified by passage through

a short basic alumina column eluting with chloroform
to give the title compound (D3) as a colourless oil (10.6
g, 93%) . IH, NMR (CDCl3) 6:

1.35-1.47 (2H, m) , 2.44-2.52 (1H, m), 2.58-2.74 (2H,
m) , 2.76-2.94 (3H, m) , 2.94-3.06 (1H, m) , 3.06-3.18
(1H, m), 3.22 (3H, s), 3.72 3H, s) .

Description 4

(3R, 4R) and (35, 4R) -1- (1-Azabicyclo[2.2.1]hept-3-y])
-2-(phenylsulphinyl) ethanone (D4)

(3S, 4R) -1-(1-Azabicyclo[2.2.1]hept-3-yl)-2-(phenyl-
sulphinyl) ethanone (D4)

(3S, 4R)-1-Azabicyclo[2.2.1]hept-3-yl-N-methyl-N-
methoxycarboxamide (D3) was reacted with methyl
phenyl sulphoxide using the procedure given in De-
scription 1 to afford a yellow semi-solid (95%) contain-
ing a mixture of the title compounds (D4).

IH NMR (CDCl3) o: |

0.87-1.00, 1.07-1.27 and 1.32-1.70 (together 2H, each
m) , 2.15-2.30 and 2.35-3.15 (together 8H, each m) ,
3.65-4.10 (2H, m) , 7.52-7.75 (SH, m).

EXAMPLE 1

(=) 5-(3-Methyl-l,2,4-triazin-5-yl)-1-azabicyclo[3.2.-
1loctane (E1)

A solution of 5- (a-bromoacetyl) -1-azabicyclo[3.2.-
1loctane hydrobromide (EP-0287356, Description 27)
(0.5 g, 1.6 mmol) in dry dimethylsulphoxide (10 ml) was
stirred overnight at 30° C. The reaction was concen-
trated under high vacuum keeping the water bath tem-
perature at 50°-60° C. The residue was placed in an oil
bath at 125° C. for 4 min. A stream of nitrogen was
passed through the reaction vessel during this period,
and dimethylsulphide was trapped in a solution of so-
dium hypochlorite. The resulting (%) 2-0x0-2- ( 1-
azabicyclo [3.2.1]oct-5-yl) ethanal hydrobromide was
immediately treated with a solution of acetamidrazone
hydrochloride* (0.18 g, 1.6 mmol) in methanol contain-
ing pyridine (0.31 ml, 1.6 mmol). After stirring over-
night at room temperature the reaction was concen-
trated in vacuo. The residue was treated at ice tempera-
ture with a saturated solution of potassium carbonate (5
ml) and extracted into chloroform (3X10 ml). After
drying over sodium sulphate the combined organic
layers were concentrated in vacuo. Flash chromatogra-
phy on neutral alumina using 2% ethanol in chloroform
as eluant afforded the title compound (El) (60 mg, 18%)

which was converted into the oxalate salt.
*H. Neunhoeffer and F. Weischedel, Liebigs Ann. Chem. 749, 16
(1971).

Oxalate salt:

1H NMR (ds-DMSO) 6: 1.70-2.45 (6H, m) , 2.76 (3H,
s) , 3.15-3.65 (6H, m) , 9.45 (1H, s).

BC. NMR (de-DMSO) 6:

16.99, 23.45, 31.11, 33.56, 47.65, 49.96, 51.31, 58.63,
146.31, 162.50, 164.69, 165.68

EXAMPLE 2

(£)
5-(3-Amino-1,2,4-triazin-5-yl)-1-azabicyclof3.2.1]octane

(E2)

() 5-(a-Bromoacetyl) -l1-azabicyclo[3.2.11octane
hydrobromide (1.0 g, 3.2 mmol) was converted into ()
2-0x0-2-(1-azabicyclo[3.2.1 Joct-5-y1) ethanal hydrobro-
mide as described in Example 1. The crude aldehyde
was immediately treated with a suspension of
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aminoguanidine bicarbonate (0.46 g, 3.38 mmol) in
water (15 ml) and the solution was acidified to pH4 with
5M HCI. After stirring overnight at room temperature

the reaction mixture was saturated with potassium car--

bonate then extracted into chloroform. The combined

organic extracts were dried over sodium sulphate, con-

centrated in vacuo and the residue chromatographed on
neutral alumina in a gradient of 0-8% methanol in chlo-
roform. This afforded the title compound (E2) as a solid

(95 mg, 15%) which was converted into the oxalate salt

m.p. 184° C. (dec) (from methanol-ether)..

Oxalate salt: 1H Nmr (d-DMSO) 6: 1.92-2.56 (6H, m)
, 3.34-3.80 (6H, m) , 7.45 (2H, m) , 8.88 (1H, s) 13C
Nmr (d¢-DMSO) 6:

16.96, 31.06, 33.50, 47.37, 49.79, 51.25, 58.53, 138.35,

162.44, 162.91.

Analysis: C12H17N504
requires: C, 48.81; H, 5.80; N, 23.72.
found: C, 48.44; H, 5.74; N, 23.57.

EXAMPLE 3

4-(3-Methyl-1,2,4-triazin-5-yl)-1-azabicyclo{2.2.1]hep-
tane (E3)

A solution of 4-(a-bromoacetyl)-l-azabicyclo[2.2.1]}
heptane hydrobromide (EP-0366304, Description 19)
(3.0 g, 10.0mmol) in dry dimethylsulphoxide (50 ml)
was stirred overnight at room temperature. The reac-
tion was concentrated in vacuo ensuring that the water
bath temperature did not exceed 60° C. Co-distillation
with successive portions of toluene was used to remove
residual dimethylsulphoxide. The residue was placed in
an oil bath at 120° C. for 5 min. A stream of nitrogen
was passed through the reaction vessel during this per-
iod, and the dimethylsulphide which was generated was
trapped in a solution of sodium hypochlorite. The re-
sulting crude 2-o0x0-2-(1-azabicyclo{2.2.1]hept-4-yl) eth-
anal hydrobromide was immediately treated with a
solution of acetamidrazone hydrochloride (1.1 g, 10.0
mmol) in dry methanol (30 ml) containing pyridine (0.8
ml, 10.0 mmol). The mixture was stirred overnight at
room temperature and then heated under reflux for 1 h.
The reaction was concentrated in vacuo, and the resi-
due was treated at ice temperature with a saturated
solution of potassium carbonate (25 ml). After extrac-
tion with chloroform (3 X25 ml) the combined organic
layers were dried over sodium sulphate and concen-
trated in vacuo. The resulting crude product was puri-

fied on a neutral alumina column using 1% ethanol in

chloroform as eluant to give the title compound (E3) as
an oil (0.63 g, 33%) which was converted into the hy-
drochlonde salt m.p. 222° C. (dec) (from methanol-
ether) . Hydrochloride salt:

TH NMR (ds-DMSO) 8: 2.10-2.40 (4H, m), 2,75 (3H,
s) , 3.40-3.65 (6H, m) , 9.52 (1H, s).

13H NMR (ds-DMSO) &:

23.41, 31.87, 51.40, 52.25, 59.59, 146.66, 158.97,
165.86. |

EXAMPLE 4

4-(3-Amino-1,2,4-triazin-5-yl)-1-azabicyclof2.2.1
Jheptane (E4).

4-(a-bromoacetyl) -1 -azabicyclof2.2.1 Jheptane hy-
drobromide (EP-0366304, Description 19) (0.5 g, 1.67
mmol) was converted into 2-0x0-2- (l-azabicyclo
[2.2.1]hept-4-yl)ethanal hydrobromide as described in
Example 3. The crude aldehyde was immediately
treated with a suspension of aminoguanidine bicarbon-
ate (0.25 g, 1.84 mmol) in water (10 ml) and the solution
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was acidified to pH6 with 5M hydrochloric acid. After
stirring overnight at room temperature the reaction
mixture was saturated with potassium carbonate then
extracted into chloroform (420 ml). The combined
organic extracts were dried over sodium sulphate and
concentrated in vacuo. The residue was crystallised
from isopropanolpentane to afford the title compound
(E4) as a brown solid (0.14 g, 43%) . This was con-
verted into the oxalate salt m.p. 178° C. (dec) (from
methanol-ether). |

Oxalate salt:

'H Nmr (d¢-DMSO) &: 2.10-2.38 (4H, m) , 3.37-3.65
(6H, m) , 7.37 (2H, s) , 8.83 (1H, s) 13C. Nmor (d¢-
DMSO) o: |

32.07, 51.41, 52.41, 59.69, 138.71, 159.55, 162.62.

Analysis: C11H15sNsO4

requires: C, 46.97; H, 5.38; N, 24.90

found: C, 46.61; H, 5.43; N, 24.58

EXAMPLE 5

4—(3i-Methoxy-1,2,4-triazin-5-yl)-1-azabicyclo[2.2.-1
Jheptane (ES)

A solution of 4-(3-Amino-1,2,4-triazin-5-y})-1-
azabicyclo[2.2.1lheptane (E4) (0.5 g, 2.6 mmol) in water
(5 ml) was treated with potassium hydroxide (0.29 g, 5.2
mmol) then heated at reflux for 7 h. A further addition
of potassium hydroxide (0.29 g) was made during this
period. The reaction was concentrated in vacuo, dis-
solved 1in dry methanol (5 ml) then treated dropwise
with methanolic hydrogen chloride to pH4. The solu-
tion was concentrated in vacuo and co-distilled with
successive portions of toluene to remove the last traces
of solvent. The residue was dissolved in dry dimethyl-
sulphoxide (20 ml) and treated with diazomethane (21
ml of a 0.635M solution in ether, 13.1 mmol) under
nitrogen. After stirring at room temperature for 30 min
the reaction was acidified with acetic acid and concen-
trated in vacuo. The residue was treated with saturated
aqueous potassium carbonate (5 ml) and extracted into
chloroform (3 X 10 ml). The combined organic extracts
were dried over sodium sulphate, and concentrated in
vacuo. The residue was chromatographed on silica in a
gradient of 0-5% methanol in chloroform. Pooling of
pure fractions containing the faster running component
of the mixture afforded the title compound (ES) (23 mg)
which was converted into the oxalate salt.

Oxalate salt:

ITH NMR (d6-DMSO) §: 2.08-2.39 (4H, m), 3.34-3.66
(6H, m), 4.11 (3H, s), 9.35 (1H, s).

13C. NMR (ds-DMSO) &:

31.96, 51.46, 52.45, 55.46, 59.77, 144.06, 162.10, 163.48

Observed mass=206.1167. Calculated mass for Cjg
H;s NsO=206.1172.

EXAMPLE 6

(%£)3-(3-Amino-1,2,4-triazin-5-yl)-1-azabicyclo]2.2.2
Joctane (E6)

() 3-(a-Bromoacetyl)-1-azabicyclo [2.2.2 Joctane
hydrobromide (EP-0366304, Description 7) (1.0 g, 3.2
mmol) was converted into (%) 2-0x0-2-(1-azabicy-
clo{2.2.2]octan-3-yl)ethanal hydrobromide using the
method described in Example 3. The crude aldehyde
was immediately treated with a suspension of
aminoguanidine bicarbonate (0.48 g, 3.5 mmol) in water
(10 ml), and the solution was acidified to pH4 with 5M
hydrochloric acid. The reaction mixture was stirred
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overnight at room temperature then heated under reflux
for 1 h. It was then saturated with potassium carbonate
and extracted into chloroform (4X10 ml). The com-
bined organic extracts were dried over sodium sulphate,
concentrated in vacuo and the residue chromato-
graphed on neutral alumina in a gradient of 0-8% meth-
anol in chloroform. This afforded the title compound

(E6) as a colourless solid (42 mg, 6%) which was con-

verted into the oxalate salt m.p. 175° C. (dec) (from

methanol - ether).

Oxalate salt: 1H Nmr (d¢-DMSO) &: 1.55-1.83 (2H, m),
1.96-2.20 (2H, m) , 2.38-2.47 (1H, m) , 3.20-3.61 (6H,
m) , 3.78-3.94 (1H, m) , 7.35 (2H, m) , 8.76 (1H, s)
13C. Nmr (d¢-DMSO) 6:

18.06, 23.30, 24.90, 37.09, 45.21, 45.40, 46.46, 140.45,

161.05, 162.42
Analysis: Cio His Ns 1.25 C2H204
Requires: C,47.24; H, 5.55; N, 22.04
Found: C, 47.21; H, 5.64; N, 22.23

Example 7

(+) 3-(3-Methyl-1,2,4-triazin-5-yl)-1 -azabicyclo{2.2.2
loctane (E7)

Method A

() 3- (a-Bromoacetyl) -1-azabicyclo [2.2.2 Joctane
hydrobromide (EP-0366304, Description 7) (0.5 g, 1.6
mmol) was converted into (%) 2-oxo0-2-(1-azabicy-
clo[2.2.2Joctan-3-yl)ethanal hydrobromide using the
method described in Example 3. The crude aldehyde
was immediately treated with a solution of acetamidra-
zone hydrochloride (0.18 g, 1.6 mmol) in dry methanol
( 6 ml ) containing pyridine ( 0.13 m}, 1.6 mmol) . The
mixture was stirred at room temperature for 48 h, and
then concentrated in vacuo. The residue was treated
with a saturated aqueous solution of potassium carbon-
ate (10 ml) and extracted into chloroform (410 ml).
The combined organic layers were dried over sodium
sulphate and concentrated in vacuo. The resulting
crude oil was purified on neutral alumina using a graded
eluant of 1-2% ethanol in chloroform to give the title
compound (E7) as a yellow oil (16 mg, 5%).

IH NMR (CDCl3) &: 1.35 (1H, m), 1.55 (1H, m), 1.80
(2H, m) ,2.10 (1H, m), 2.75-3.10 (5H, m and 3H, s), 3.20
(1H, m), 3.55 (1H, dd, J=14 Hz, 5 Hz), 9.0 (1H, s).

Method B

A solution of () 1-(1-azabicyclof2.2.21oct-3-yl)-2-
(phenylsulphinyl) ethanone (D1) (1.0 g) in dry dichloro-
methane (15 ml) was cooled in ice under nitrogen and
treated dropwise with trifluoroacetic anhydride (0.93
ml, 6.6 mmol) over a period of 5-10 min. After a-further
45 min at ice temperature the reaction was concentrated
in vacuo. Further drying under high vacuum produced
a foam which was immediately treated with an aqueous
solution (25 ml) containing acetamidrazone hydrochlo-
ride (0.72 g, 6.6mmol) and sodium bicarbonate (1.1 g,
13.2 mmol). The mixture was stirred vigorously at ice
temperature for 30 min and then at room temperature
for a further 6 h. The solution was saturated with potas-
sium carbonate and extracted with chloroform (3X25
m!). The combined organic extracts were dried over
sodium sulphate and concentrated in vacuo to give a
gum. Purification by flash chromatography on neutral
alumina using a graded eluant of 1-3% methanol in
chloroform afforded the title compound (E7) as a
gummy solid (0.15 g) which was further purified by
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recrystallisation of the oxalate salt m.p. 153-154° C.

(from acetone-methanol).

Oxalate salt: INMR (dg-DMSO) 8: 1.42-1.75 (2H, m),
1.87-2.14 (2H, m) , 2.40 (1H, m) , 2.78 (3H, s) ,
3.10-3.35 (4H, m) , 3.50 (1H, m), 3.60 (1H, m) 3.80
(1H, m) 9.40 (1H, s) . 13C. NMR (d¢-DMSO) o:

18.23, 23.75, 23.86, 25.46, 37.81, 45.55, 45.76, 46.96,

148.67, 161.29, 165.08, 165.80.

EXAMPLE 8

() exo and endo 3-(3-Methyl-1,2,4-triazin-5-yl) -1-
azabicyclo[2.2.1 Jheptane (E8a) and (E8b)

Method A

(%) exo and endo 3-(a-bromoacetyl) -1-azabicyclo
[2.2.1]heptane hydrobromide (7:1 ratio of exo:endo iso-
mers) (EP-0366304, Description 23) (1.3 g, 4.35mmol)
was converted into (%) exo and endo 2-ox0-2-(1-
azabicyclo[2.2.1]hept-3-yl)ethanal hydrobromide using
the method described in Example 3. The crude alde-
hyde was immediately treated with a solution of
acetamidrazone hydrochloride (0.52 g, 4.75 mmol) 1n
dry methanol (15 ml) containing pyridine (0.6 ml). After
stirring at room temperature for 4 days, the solvent was
removed in vacuo. The residue was treated with satu-
rated aqueous potassium carbonate (15 mi) and ex-
tracted into chloroform (3X20 ml). The combined or-
ganic extracts were dried over sodium sulphate and
concentrated in vacuo. The residue was purified by
repeated flash chromatography on silica in a gradient of
0~-10% methanol in chloroform. This afforded a 7:1
mixture of the title compounds (E8a) and (E8Db) as a
gum (66mg, 8%) which was converted into the oxalate
salt. _

Oxalate salt: 1H NMR (d¢-DMSO) : (Signals corre-

sponding to major exo isomer) o:

1.90 (1H, m), 2.15 (1H, m), 2.85 (3H, s), 3.12-4.09 (8H,
m), 9.48 (1H, s).

Observed mass=190.1218. Calculated mass
Ci10H14N4=190.1216.

for

Method B

A solution of (=) 1- (l-azabicyclo[2.2.1]hept-3-y])
-2-(phenylsulphinyl)ethanone (D2) (0.779 g, 3.0 mmol)
in dry dichloromethane (20 ml) was cooled in ice and
treated dropwise with trifluoroacetic anhydride (0.85
ml, 6.0 mmol) . After stirring at ice temperature for a
further 45 min the reaction was concentrated in vacuo.
Following further drying under high vacuum the resi-
due was treated with an aqueous solution (20 ml) con-
taining acetamidrazone hydrochloride (0.66 g, 6.0
mmoles) and sodium bicarbonate (0.76 g, 9.0 mmol).
The mixture was stirred overnight and then worked up
as described in Example 7 (Method B) to give a mixture
of the title compounds (E8a) and (E8b) which was sepa-
rated by flash chromatography on neutral alumina using
a graded eluant of 1-1.5% methanol in chloroform.
Pooling of pure fractions containing the major faster
running component afforded the exo isomer (E8a) as an
oil (0.12 g, 21%) which was converted into the oxalate
salt m.p. 135°-136.5° C. (from acetone-methanol).
Oxalate salt:

ITH NMR (d¢-DMSO) o:

1.90 (1H, m), 2.15 (1H, m), 2.85 (3H, s), 3.08~3.90 (8H,
overlapping m), 9.48 (1H, s).

23.49, 27.44, 41.66, 43.51, 51.52, 54.87, 56.17, 148.25,
160.73, 164.59, 165.60.
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EXAMPLE 9

(%) exo and endo 3-(3-Amino-1,2, 4-tniazin-5-yl) -1-
azabicyclo[2.2.1 ]heptane (E9a) and (E9) (£)1-(1-
Azabicyclo[2.2.1 Jhept-3-yl )-2-(phenylsulphinyl) etha-
none (D2) (0.5 g, 1.9 mmol) was treated with trifluoro-
acetic anhydride as in Example 8 (Method B). The
crude product was treated with a suspension of
aminoguanidine bicarbonate (0.52 g 3.8 mmol) in water
(15 ml). After stirring at room temperature overnight
the solution was cooled in ice, saturated with potassium
carbonate and extracted into chloroform (315 ml).
The combined organic extracts were dried over sodium
sulphate, concentrated in vacuo then chromatographed
on neutral alumina in a gradient of 0-4% ethanol in
chloroform. This afforded a 3:1 mixture of the title
compounds E9a and E9b as a colourless solid (51 mg,
 14%) which was converted into the oxalate salt m.p.
162° C. (dec) (from methanol-ether) .

Oxalate salt:

IH NMR (d¢-DMSO) (signals corresponding to
major exo isomer) o:

1.81-1.99 (1H, m), 2.05-2.21 (1H, m), 3.08-3.89 (8H,
m), 7.34 (2H, br, s), 8.75 (1H, s).

I3C NMR (d¢-DMSO) (signals corresponding to
major exo isomer) &:

27.32, 41.58, 43.05, 51.46, 54.63, 56.22, 140.36, 160.83,
162.55, 164.36. |

EXAMPLE 10

(*) exo and endo 3-(3-Ethyl-1,2,4-triazin-5-yl) -1-
azabicyclo[2.2.1]heptane (E10a) and (E10b)

(*) 1- (l-azabicyclo[2.2.1]hept-3-yl) -2- (phenylsul-
phinyl) ethanone (D2) (0.79 g, 3.0retool) was treated
with trifluoroacetic anhydride as described in Example
8 (Method B). The crude product was treated with an
aqueous solution (20 ml) containing propionamidrazone
hydrochloride* (0.74 g, 6.0 mmol) and sodium bicar-
bonate (0.76 g, 9.0 mmol). The mixture was stirred at
room temperature for 4 h and then worked up as de-
scribed in Example 7 (Method B). The crude product,
consisting of a 4:1 mixture of exo and endo isomers
(E10a) and (E10b), was extracted into ether and then
purified by flash chromatography on silica using a
graded eluant of 5-15% methanol in chloroform. Pool-
ing of pure fractions containing the major faster running
component afforded the exo isomer (E10a) as a pale

yellow oil (90 mg, 15%).
Prepared using the procedure described by W. Oberhummer, Mo-
natsh. Chem., 63,285 (1933).

IH NMR (CDCl3) &: 1.30-1.45 (3H, t, J =7Hz and
1H, m), 1.72 (1H, m), 2.40 (1H, m) , 2.55-2.72 (2H, m)
,2.80 (1H, m), 2.88-3.05 (3H, m), 3.11 (2H, g, J="THz),
3.25 (1H, m), 8.97 (1H, s). |

13C NMR (CDCl;) &:

12.35, 30.61, 30.65, 43.64, 47.16, 53.94, 58.32, 60.38,
147.49, 163.68, 170.30.

Oxalate salt m.p. 73-75° C. (acetone-methanol) (hy-
Zroscopic).

EXAMPLE 11

(+) exo and endo 3-(3-Methylthio-1,2,4-triazin-5-yl)
-1-azabicyclo][2.2.1}heptane (E11a) and (E11b)

(£) 1-(1-Azabicyclo[2.2.1]hept-3-yl) -2- (phenylsul-
phinyl} ethanone (D2) (0.79 g, 3.0 mmol) was reacted
with trifluoroacetic anhydride as described in Example
8 (Method B). The crude product was treated with an
aqueous solution (20 ml) containing S-methylisothi-
osemicarbazide hydrogen iodide* (0.73 g, 3.0mmol) and
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sodium bicarbonate (0.5 g, 6.0 mmol). The mixture was
stirred at room temperature overnight and then worked
up as described in Example 7 (Method B). The crude
product consisting of a 4:1 mixture of exo and endo
isomers (E11a) and (E11b) was purified by flash chro-
matography on silica using a graded eluant of 5-10%
methanol in chloroform. Pooling of pure fractions con--
taining the major faster running component afforded

the exo isomer (E11a) as a pale yellow oil (0.15 g, 22%).
*E. Cattelain, Bull. Soc. Chim. Fr., 11, 256, (1944).

! H NMR (CDCL3) &: 1.27-1.40 (1H, m), 1.63-1.80
(1H, m), 2.40 (1H, m), 2.55-2.68 (3H, s and 2H, m), 2.80
(1H, m), 2.85-3.02 (3H, m), 3.20 (1H, m), 8.80 (1H, s).

Hydrochloride salt m.p. 211°-212° C. (dec) (me-
thanol-ether). |

EXAMPLE 12

(c£) exo and endo 3- (3-Methoxy-1,2,4-triazin-5-yl)
-1-azabicyclo[2.2.11heptane (E12a) and E(12b)

() exo and endo 3-(3-methylthio-1,2,4-triazin-5-yl)

-1-azabicyclo[2.2.1]heptane (E11a) and (E11b) (4:1 mix-

ture of exo and endo isomers) (60 mg, 0.27 mmol) was
treated with sodium methoxide, generated from sodium
(18 mg, 0.78 mmol) in dry methanol (7 ml). The mixture
was heated under reflux for 4 h and then concentrated
in vacuo. The residue was treated with a saturated solu-
tion of potassium carbonate (5 ml) and extracted into
chloroform (3=10 ml). The combined organic layers
were concentrated in vacuo to give a yellow oil (50 mg)
consisting of a 4:1 mixture of the title compounds
(E12a) and (E12b). Purification by chromatography as
described in Example 11 afforded the title exo 1somer
(El2a).

ITH NMR (CDCl3) 6:

1.30 (1H, m), 1.70 (1H, m) , 2.40 (1H, m) , 2.50-2.70
(2H, m), 2.80-3.03 (4H, m), 3.15 (1H, m), 4.18 (3H, s),
8.83 (1H, s).

EXAMPLE 13

3R, 4R) and (3S, 4R)
3-(3-Ethyl-1,2,4-triazin-5-y1)-1-azabicyclo[2.2.1]heptane
(E13a) and (E13b)

(3R, 4R) and (3S, 4R) 1-(1-Azabicyclo[2.2.1}hept-3-
yD)-2-(phenylsulphinyl) ethanone (D4) (2.0 g, 7.6 mmol)
was reacted with trifluoroacetic anhydride as described
in Example 8 (Method B). The crude product was
treated at ice temperature with an aqueous solution (50
ml) containing propionamidrazone hydrochloride (1.12
g, 9.1 mmol) and sodium bicarbonate (1.28 g,
15.2mmol). The mixture was stirred at room tempera-
ture overnight and then worked up as described in Ex-
ample 7 (Method B). The product was purified by chro-
matography on silica using 3% methanol in chloroform
as eluant. The major component (E13a) was isolated as
a pale yellow oil.

IH NMR (CDCl3) 6: |

1.29-1.47 (1H, m), 1.41 GH, t, J=THz), 1.65-1.82
(1H, m), 2.37-2.45 (1H, m) 2.54-2.74 2H, m) , 2.77-2.83
(1H, m), 2.89-3.05 (3H, m), 3.12 (2H, q, J=7Hz),
3.18-3.30 (1H, m), 8.98 (1H, s).



5,324,724

19 20
EXAMPLE 14 . wontinued 0
(%) exo and endo 3- - R OOO0O0r s
(3-Dimethylamino-1,2,4-triazin-3-yl) E2 NH; 3 ] 0
-1-azabicyclo[2.2.1]heptane (E14a) and (E14b) 5 153.34 :g‘;" g i g
(=) exo and endo 3- (3-Methylthio-1,2,4-triazin-5-yl) ES OCH3 2 ! 0
-1-azabicyclo[2.2.1]heptane (Ella) and (E11b) (60 mg, X=H  E6 NH; 2 2 0
0.27 mmol) was treated with dimethylamine (5 ml of a ga (ex0) gg:’ g % g
339 solution in anhydrous ethanol) and the solution 0 E8b (endo) CH; 9 0
was heated under reflux for 8 h. During this period two E9a (ex0) NH; 2 1 0
further S ml aliquots of dimethylamine were added. The E9b (endo) NH; 2 1 0
reaction was concentrated in vacuo to give a yellow oil E}O‘(“‘;) gzg-" i : g
containing the title compounds (E14a) and (E14b). Puri- El?:((::o; ) SéHf; 5 . 0
fication by chromatography as described in Example 11 s Eiib{endo) SCH3 2 1 0
afforded the major exo isomer (El4a) . E12a(exo) OCH;3 2 1 0
IH NMR (CDCl») &: E12b(endo) OCH3 2 1 0
1.30 (1H, m), 1.68 (1H, m), 2.32-3.00 (7H, m) , gg;g‘s‘fg)) o 2 ] 0
3.13-3.30 (1H, m and 6H, s), 8.39 (1H, s). E14a(ex0) NCHy, 2 1 ©
El4b(endo) N(CH3)» 2 | 0
EXAMPLE 15 20 E15a(ex0) cCsHs 2 1 0
(%) exo and endo E15b(endo) cC3Hs 2 1 0
3-(3-Cyclopropyl-1,2,4-triazin-5-yl)-1-azabieyclo[2.2.1 o A S
Jheptane (E15a) and (E15b)
The title compounds (E15a) and (E15b) were pre- 25

pared from cyclopropanecarboxamide hydrazone hy-
drochloride* using the method described in Exampie
13. The crude product, consisting of a 4:1 mixture of
exo and endo isomers, was purified by chromatography
on silica using a graded eluant of 5-15% methanol in
chloroform to give the title exo isomer (E15a) as a pale

yellow oil.

*Prepared from ethyl cyclopropanecarboximidate [J. B. Cloke, E. C.
Knowles and R. J. Anderson, J. Am. Chem. Soc., 58, 254 (1936)] using
the method of W. Oberhummer, Monatsh. Chem., 63, 285 (1933),

IH NMR (CDCl3) &:

1.18 (4H, d, J =7Hz), 1.33 (1H, m), 1.70 (1H, m), 2.38
(1H, m), 2.47 (1H, t, J=T7Hz), 2.50-2.65 (2H, m) , 2.75
(1H, m) 2.85-3.00 (3H, m) 3.15 (1H, m) 8.98 (1H, s).

EXAMPLE 16

(%) exo and endo 3- (1,2,4-Triazin-5-yl) -1-azabicyclo
[2.2.1]heptane (E16a) and (E16b)

(%) 1- (1-Azabicyclo [2.2.1 Jhept-3-yl) -2- (phenylsul-
phinyl) ethanone (D2) (0.5 g, 1.9mmol) was treated
with trifluoroacetic anhydride (0.8 g, 3.8 mmol) as de-
scribed in Example 8 (Method B). The resulting crude
product was dissolved in methanol (5 ml) and added to
a solution of formamidrazone cooled to 78" C. The
formamidrazone was generated from anhydrous hydra-
zine (0.06 m], 1.9 mmol) and formamidine hydrochlo-
ride (0.15 g, 1.9 mmol) in methanol (4 ml) following the
procedure described by Neunhoeffer and Weischedel*.
The mixture was allowed to warm to room temperature
overnight, and then concentrated in vacuo to give a
crude gum containing the exo and endo isomers (E16a)
and (E16b) in a ratio of 4:1. Purification as described in
Example 11 afforded the major exo isomer (E16a) as an

oil (;iI,-O mg, 12%) .
*H. i eunhoeffer and F. Weischedel, Liebigs Ann. Chem., 749, 16
(1971).

IH NMR (CDCl3) &:

1.29-1.41 (1H, m), 1.66-1.81 (1H, m), 2.38-2.46 (1H,
m, 2.53-3.06 (6H, m), 3.12-3.23 (1H, m), 9.16 (1H, d,
J=3Hz ), 9.55 ( 1H, d, J=3Hz ).
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CHj; 3 i 0

Y=H

El

Biological Activity
Radio ligand Binding

Cerebral cortex from Hooded Lister rats (Olac, UK)
is homogenised in 2.5 vols ice-cold 50 mM tris buffer
pH 7.7 (at 25° C.). After centrifugation at 25,000X g at
4° C. for 15 min the pellet is resuspended in 2.5 vols
buffer and the wash repeated 3 times more. The final
resuspension is in 2.5 volumes and the homogenates are
stored in 1 ml aliquots at —20° C.

Incubations (total volume 2 ml) are prepared using
the above buffer with the addition of 2 mM magnesium
chloride in the 3H-Oxotremorine-M (3GH-OXO-M) ex-
periments. For 3H-Quinuclidinyl Benzilate (3H-QNB),
1 ml of stored membranes is diluted to 30 ml and 0.1 ml
mixed with test compound and 0.27 nM (c. 25,000 cpm)
3H-QNB (Amersham International). For 3H-OXO-M, 1
ml of membranes is diluted to 6 ml and 0.1 ml mixed
with test compound and 2 nM (c. 250,000 cpm) 3H-
OX0O-M (New England Nuclear).

Non-specific binding of 3H—QNB is defined using 1
uM Atropine sulphate (2 pM Atropine) and of 3H-
OXO-M using 10 uM Oxotremorine. Non-specific bind-
ing values typically are 5% and 25% of total binding,
respectively. Incubations are carried out at 37° C. for 30
min and the samples filtered using Whatman GF/B
filters. (In the 3H-OXO experiments the filters are pre-
soaked for 30 min in 0.05% polyethylenimine in water).
Filters are washed with 3 X4 ml ice-cold buffer. Radio-
activity is assessed using a Packard BPLD scintillation
counter, 3 ml Pico-Fluor 30 (Packard) as scintillahr.

This test provides an indication of the muscarinic
binding activity of the test compound. The results are
obtained as ICsp values (i.e. the concentration which
inhibits binding of the ligand by 50%) for the displace-
ment of the muscarinic agonist 3H-OXO-M and the
muscarinic antagonist 3JH-QNB. The ratio ICso(3H-
QNB)/1Cs50(3H-OXO-M) gives an indication f the ago-
nist character of the compound. Agonists typically
exhibit a large ratio; antagonists typically exhibit a ratio
near to unity. |

The results are shown in Table 1:
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TABLE 1

[PH-OXO-M 3JH-QNB
Example ICsp (nM) ICsp (nM)
El 33 1800
E2 5 1114
E3* 70 4400
E4 4 1494
ES 1100 14000
E6 11 2366
E7 3.3 175
E8a 3.1 255
E9a & E9b 1.1 320
E10 68 240

*Tested as the hydrochloride sait. All other compounds were tested as oxalate salts.

We claim:
1. A compound of formula (I) or a pharmaceutically
acceptable salt thereof:

(CH3), (I

X
(CH29= N

(CHZ)IJ

in which one of X and Y represents hydrogen and the
‘other represents Z, where Z 1s a group

Y

where R is selected from hydrogen, OR1, SRy, N(R1)2,
NHCOR;, NHCOOCH3;, NHCOOC;Hs, NHOR,,
NHNH,, Cy4 alkenyl, C24 alkynyl, cyclopropyl or
Ci-2 alkyl optionally substituted with ORj, N(R1)3,
SR, CO3R1, CON(R))2 or one, two or three halogen
atoms, in which each R is independently hydrogen or

Ci.2 alkyl; r represents an integer of 2 or 3, s represents

an integer of 1 or 2 and t represents 0 or 1, with the
proviso that when Y is hydrogen s 1s 1.

2. A compound according to claim 1 wherein (1,5,t) 1
(2,2,0)0,(3,1,00,2,1,0,2, 1, Dor (31, 1).

3. A compound according to claim 1 wherein R 1s
hydrogen, C)-2 alkyl, cyclopropyl, ORj, SR or N (R

) 72

4. A compound according to claim 3 wherein R is
hydrogen or methyl.

5. A compound according to claim 1 wherein R is
hydrogen, methyl, methoxy, methylthio, cyclopropyl,
amino or dimethylamino.

6. () 5- (3-Methyl-1,2,4-triazin-5-yl) -1-azabicyclo
[3.2.1]octane,

(*) 5-(3-amino-1,2,4-triazin-5-yl)-1-azabicyclo|3.2.-

1]octane, |

4-( 3-methyl-1,2,4-triazin-5-yl)-1-azabicyclo [2.2.1

Jheptane,
4-(3-amino-1,2,4-triazin-5-yl)
[2.2.1]heptane,

4-(3-methoxy-1,2,4-triazin-5-yl) -1-azabicyclo [2.2.1

jheptane,

(£) 3-(3-amino-1,2,4-triazin-5-yl)-1-azabicyclo [2.2.2

loctane,

-1-azabicyclo
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(2)3-(3-methyl-1,2,4-triazin-5-yl)-1-azabicyclo[2.2.-
2]octane,

() exo 3-(3-methyl-1,2,4-triazin-5-yl)-1-azabicy-
clof2.2.1]heptane,

(=) endo 3-(3-methyl-1,2,4-triazin-5-yl)-1-azabicy-
clo[2.2.1}heptane, |

(£) exo 3.(3-amino-1,2,4-triazin-5-yl1)-1-azabicyclo
[2.2.1 ]heptane,

() endo 3-(3-amino-1,2,4-triazin-3-yl)- 1 -azabicyclo
[2.2.1 Jheptane, |

() exo 3-(3-ethyl-1,2,4-triazin-5-yl)-1-azabicyclo
[2.2.1 Jheptane,

() endo 3-(3-ethyl-1,2,4-triazin-5-yl)-1-azabicyclo
{2.2.1 Jheptane, |

(%) exo 3-(3-methylthio-1,2,4-triazin-5-yl)-1-azabicy-
clo {2.2.1 Jheptane,

(+) endo 3-(3-methylthio-1,2,4-triazin-3-yi)-1-
azabicyclo [2.2.1] heptane,

(%) exo 3-(3-methoxy-1,2,4-triazin-5-yl)-1-azabicyclo
[2.2.1 ]heptane,

(+) endo 3-(3-methoxy-1,2,4-triazin,5-yl) -1-azabicy-
clo [2.2.1 Jheptane, ~

(3R, 4R) 3-(3-ethyl-1,2,4-triazin-5-yl)-1-azabicy-
clo[2.2.1]heptane,

(3S, 4R) 3-(3-ethyl-1,2,4-triazin-5-yl)-1-azabicyclo
[2.2.1 Jheptane,

(+) exo 3-(3-dimethylamino-1,2,4-triazin-5-yl)-1-
azabicyclo [2.2.1 ]heptane, |

(=) endo 3-(3-dimethylamino-1,2,4-triazin-5-yl) -1-
azabicyclo [2.2.1 Jheptane,

() exo 3-(3-cyclopropyl-1,2,4-triazin-5-yl)-1-
azabicyclo[2.2.1]heptane,

() endo 3-(3-cyclopropyl-1,2,4-triazin-5-yl)-1-
azabicyclo[2.2.1}heptane,

(%) exo 3-(1,2,4-triazin-5-yl)-1-azabicyclo[2.2.1]hep-
tane or

() endo 3-(1,2,4-triazin-5-y1)-1-azabicyclo[2.2.1-
Jheptane, or a pharmaceutically acceptable salt of
any of the foregoing compounds.

7. A process for the preparation of a compound of

formula (I) as defined in claim 1 or a pharmaceutically

acceptable salt thereof, which process comprises react-

ing a compound of formula (IVa):

(CHy), (IVa)

XF
(CHy¥ N

(CHZ)I JYI

in which r, s and t are as defined in formula (I), one of
X' and Y’ represents hydrogen and the other represents
7' wherein Z' is COCHO, optionally protected as the
a-trifluoroacetoxy sulphide, to convert Z' to Z by treat-

ment with an amidrazone RC(NH2)=NNH> and there-

after optionally forming a pharmaceutically acceptable
salt.

8. A pharmaceutical composition which comprises a
compound according to claim 1 and a pharmaceutically
acceptable carrier.

9. A method of treatment and/or prophylaxis of de-
mentia in mammals including humans, which comprises
administering to the sufferer an effective amount of a

compound according to claim 1.
% %X % X ¥
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